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Disclosed herein are nucleic acid sequences that encode novel 



polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants or fragments of 
the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins . 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention provides a method of reducing or inhibiting tumor 
growth in a mammal comprising treating the mammal with an effective 
amount of a combination of a VEGF receptor antagonist and radiation, 
chemotherapy, and/or an additional receptor antagonist. 
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AB The method of the invention comprises the classification of a 
cancer patient population into various cancer therapy 
groups based on anal, by genomic DNA microarray of multiple gene 
amplifications or deletions present or absent in the diseased tissue of 
each patient. In particular, the invention involves patient 



classification into one of at least four cancer therapy groups 
based on the microarray anal, of gene amplification or gene deletion at 
multiple chromosome locations. The invention has the significant clin. 
advantage of guiding selection of expensive cancer adjuvant 
drugs for use with patients most likely to respond pos . to the individual 
drug. For example, a genomic DNA microarray simultaneously measuring 59 
sep. gene amplifications or gene deletions in diseased tissue can be used 
to stratify solid tumor cancer patients, such as breast 
cancer patients, into at least nine groups: those most likely to 
respond to (i) anti-HER-2/neu therapy (Herceptin) , (ii) anti-EGFR 
therapy (C225 antibody) , (iii) anti-AKTl therapy (cis-platin) , 
(iv) anti-PIK3CA therapy, (v) ant i-thymidy late synthase therapy 
(5-f luorouracil) , (iv) anti -Topoisomerase II therapy (doxorubicin) , (vii) 
anti-cmyc therapy, (viii) combination of anti-HER-2 therapy and anti-AKTl 
therapy, and (ix) combination of anti-EGFR and anti-AKTl therapy. The 
invention has the significant clin. advantage of guiding selection of 
expensive cancer adjuvant drugs for use with patients most 
likely to respond pos. to the individual drug or respond synergistically 
to a particular combination of adjuvant therapies. The invention has yet 
another advantage, compared to use of nucleic acid microarrays measuring 
only gene expression changes in the diseased tissue from normal tissue, of 
measuring changes in a more stable analyte -chromosomal DNA, than the 
labile mRNA necessary for gene expression anal. 
REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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The invention relates to methods and products for inducing an immune 



MA, 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 
CAS 
AB 



response using immunostimulatory nucleic acids. In particular the 
immunostimulatory nucleic acids preferentially induce a Th2 immune 
response. The invention is useful for treating and preventing disorders 
associated with a Thl immune response or for creating a Th2 environment 
for treating disorders that are sensitive to Th2 immune responses. 
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AB Vaccines comprising peptides from a fusion junction present in a mutant 

human EGF receptor and methods of using these vaccines in the inhibition 
of tumor formation and enhancement of tumor regression are provided. 
Cell lines which overexpress a Type III mutant EGF receptor and methods 
of producing these cell lines are also provided. In addition, antibodies 
raised against peptides expressed by these cell lines are provided. 
Further, antisense oligonucleotides targeted to a mutant EGF receptor 
which decreases expression of a mutant EGF receptor are disclosed. 
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AB Compounds, compositions and methods are provided for inhibiting the 

expression of human EGFR. The compositions comprise oligonucleotides 
complementary to mRNA targeted to nucleic acids encoding EGFR. Methods 
of using these oligonucleotides for inhibition of EGFR expression and 
for treatment of diseases such as cancers associated with overexpress ion 
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AB Compounds, compositions and methods are provided for inhibiting the 

expression of human EGFR. The compositions comprise oligonucleotides 
complementary to mRNA targeted to nucleic acids encoding EGFR. Methods 
of using these oligonucleotides for inhibition of EGFR expression and 
for treatment of diseases such as cancers associated with overexpression 
of EGFR are provided. 
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AN 2003:37102750 BIOTECHNO 

AB The chimeric monoclonal antibody ch806 specifically targets the 

tumor-associated mutant epidermal growth factor receptor (de 2-7EGFR or 
EGFRVIII) and is currently under investigation for its potential 
use in cancer therapy. The humanised monoclonal antibody 
hu3S193 specifically targets the Lewis Y epithelial antigen and is 
currently in Phase I clinical trials in patients with advanced breast, 
colon, and ovarian carcinomas. To assist the clinical evaluation of ch806 
and hu3S193, laboratory assays are required to monitor their serum 
pharmacokinetics and quantitate any immune responses to the antibodies. 
Mice immunized with ch806 or hu3S193 were used to generate hybridomas 
producing antibodies with specific binding to ch806 or hu3S193 and 
competitive for antigen binding. These anti -idiotype antibodies 
(designated Ludwig Melbourne Hybridomas, LMH) were investigated as 
reagents suitable for use as positive controls for HAHA or HACA analyses 
and for measuring hu3S193 or ch806 in human serum. Anti - idiotypes with 
the ability to concurrently bind two target antibody molecules were 
identified, which enabled the development of highly reproducible, 
sensitive, specific ELISA assays for determining serum 

concentrations of hu3S193 and ch806 with a 3 ng/mL limit of quantitation 
using LMH-3 and LMH-12, respectively. BIAcore analyses determined high 
apparent binding affinity for both idiotypes: LMH-3 binding immobilized 
hu3S193, Ka = 4.76 x 10. sup. 8 M . sup . - . sup . 1; LMH-12 binding immobilised 
ch806, Ka = 1.74 x 10, sup. 9 M . sup . - . sup . 1 . Establishment of HAHA or 
HACA analysis of sera samples using BIAcore was possible using LMH-3 and 
LMH-12 as positive controls for quantitation of immune responses to 
hu3S193 or ch806 in patient sera. These anti-idiotypes could also be used 
to study the penetrance and binding of ch806 or hu3S193 to tumor cells 
through immunohistochemical analysis of tumor biopsies . The generation of 
anti-idiotype antibodies capable of concurrently binding a target 
antibody on each variable domain provides reagents with high sensitivity 
for the assessment of safety and pharmacokinetic profiles of target 



antibodies administered clinically. 
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EGFRvIII tumor-associated antigen system 

AUTHOR: WIKSTRAND Carol J.; COLE Vanessa R. ; CROTTY Laura E . ; 

SAMPSON John H.; BIGNER Darell D. 

CORPORATE SOURCE: Department of Pathology, Box 3156, Medical Center, 
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SOURCE: Cancer immunology and immunotherapy, (2002), 50(12), 

639-652, 39 refs. 
ISSN: 0340-7004 CODEN: CIIMDN 

DOCUMENT TYPE: Journal 
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LANGUAGE : Eng 1 i s h 

AVAILABILITY: INIST-16198, 35400010231604 0010 

AN 2002-0194513 PASCAL 

CP Copyright .COPYRGT. 2 002 INIST-CNRS. All rights reserved, 
AB The use of anti-idiotype (anti -id) vaccines for immunotherapy of human 
cancers is attractive, as immunization with true anti-id reagents 
{Ab2.beta.) has been shown to induce both cellular and humoral immunity, 
frequently when the original antigen does not, or when a state of anergy 
to the self -expressed tumor-associated antigen exists. The aim of this 
study was to investigate the potential of an anti -id vaccine approach to 
the glioma-associated antigen epidermal growth factor receptor variant 
III (EGFRvIII) for human clinical trials. By using conventional 
methodology, seven rat mAbs specific for the binding site of the murine 
anti-EGFRvIII-specif ic mAb YIO, as defined by the ability to 
inhibit the binding of mAb YIO to EGFRvIII expressed on cells 
or as purified protein, were generated, and a subset (3/7) was found to 
be true Ab2.beta., as defined by the ability to induce the formation of 
antibody directed against EGFRvIII in two species (mouse and 
rabbit) when used as immunogen. The ability of these three Ab2.beta. to 
elicit a protective anti-tumor response when used as a vaccine in the 
syngeneic, subcutaneous C57B1/ 6 -B16mseEGFRvIII tumor model was 
investigated. Following vaccination with one Ab2.beta. mAb (2C7) , 6/20 
mice failed to develop tumor upon challenge, and 3/20 mice with 
outgrowing tumors exhibited dramatic regression of incipient tumors. 
Vaccination with a second mAb (5G8) resulted in one tumor- free survivor 
and one tumor regressor; vaccination with the third Ab2.beta. mAb (7D3) 
did not confer protection, but did significantly increase the latency 
period until tumor outgrowth in all vaccinated recipients. The ability of 
Ab2.beta. mAb 2C7 to induce an anti -EGFRvIII response in 
non-human primates was investigated by using the saponin adjuvant 
approved for human clinical trial, QS-21. Three of three macaques 
produced anti-EGFRvIII titers, as detected on EGFRvIII 
-expressing cells by both ELISA and fluorescence-activated 
cytometric analysis, following six immunizations with Ab2.beta. mAb 2C7 
and QS-21. The results obtained confirm that an anti-id response in the 
EGFRvIII antigen system can be induced in rodents, rabbits, and 
non-human primates, and it may prove a useful adjunct to 
immunotherapeutic approaches to EGFRvIII-positive gliomas, 
breast carcinomas, and non- small -cell lung tumors. 
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SUMMARY LANGUAGE: English 

AB The use of anti-idiotype (anti-id) vaccines for immunotherapy of human 
cancers is attractive, as immunization with true anti-id reagents 
(Ab2 beta ) has been shown to induce both cellular and humoral immunity, 
frequently when the original antigen does not, or when a state of anergy 
to the self -expressed tumor-associated antigen exists. The aim of this 
study was to investigate the potential of an anti-id vaccine approach to 
the glioma-associated antigen epidermal growth factor receptor variant III 
(EGFRvIII) for human clinical trials. By using conventional 
methodology, seven rat mAbs specific for the binding site of the murine 
anti-EGFRvIII-specif ic mAb YIO, as defined by the ability to 
inhibit the binding of mAb YIO to EGFRvIII expressed on cells or 
as purified protein, were generated, and a subset (3/7) was found to be 
true Ab2 beta , as defined by the ability to induce the formation of 
antibody directed against EGFRvIII in two species (mouse and 
rabbit) when used as immunogen. The ability of these three Ab2 beta to 
elicit a protective ant i -tumor response when used as a vaccine in the 
syngeneic, subcutaneous C57Bl/6-B16mseEGFRvIII tumor model was 
investigated. Following vaccination with one Ab2 beta mAb (2C7) , 6/20 mice 
failed to develop tumor upon challenge, and 3/2 0 mice with outgrowing 
tumors exhibited dramatic regression of incipient tumors. Vaccination with 
a second mAb (5G8) resulted in one tumor-free survivor and one tumor 
regressor; vaccination with the third Ab2 beta mAb (7D3) did not confer 
protection, but did significantly increase the latency period until tumor 
outgrowth in all vaccinated recipients. The ability of Ab2 beta mAb 2C7 to 
induce an anti-EGFRvIII response in non-human primates was 
investigated by using the saponin adjuvant approved for human clinical 
trial, QS-21. Three of three macaques produced anti -EGFRvIII 
titers, as detected on EGFRvIII-expressing cells by both 
ELISA and fluorescence-activated cytometric analysis, following 
six immunizations with Ab2 beta mAb 2C7 and QS-21. The results obtained 
confirm that an anti -id response in the EGFRvIII antigen system 
can be induced in rodents, rabbits, and non-human primates, and it may 
prove a useful adjunct to immunotherapeutic approaches to EGFRvIII 
-positive gliomas, breast carcinomas, and non-small-cell lung tumors. 
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AB The use of anti-idiotype {ant i- id) vaccines for immunotherapy of human 
cancers is attractive, as immunization with true anti-id reagents 
(Ab2.beta.) has been shown to induce both cellular and humoral immunity, 
frequently when the original antigen does not, or when a state of anergy 
to the self -expressed tumor-associated antigen exists. The aim of this 
study was to investigate the potential of an ant i- id vaccine approach to 
the glioma-associated antigen epidermal growth factor receptor variant 
III (EGFRvIIl) for human clinical trials. By using conventional 
methodology, seven rat mAbs specific for the binding site of the murine 
anti-EGFRvIII-specif ic mAb YIO, as defined by the ability to 
inhibit the binding of mAb YIO to EGFRvIII expressed on cells 
or as purified protein, were generated, and a subset (3/7) was found to 
be true Ab2.beta., as defined by the ability to induce the formation of 
antibody directed against EGFRvIII in two species (mouse and 
rabbit) when used as immunogen. The ability of these three Ab2.beta. to 
elicit a protective anti-tumor response when used as a vaccine in the 
syngeneic, subcutaneous C57Bl/6-B16mseEGFRvIII tumor model was 
investigated. Following vaccination with one Ab2.beta. mAb (2C7) , 6/20 
mice failed to develop tumor upon challenge, and 3/20 mice with 
outgrowing tumors exhibited dramatic regression of incipient tumors. 
Vaccination with a second mAb (5G8) resulted in one tumor-free survivor 
and one tumor regressor; vaccination with the third Ab2.beta. mAb (7D3) 
did not confer protection, but did significantly increase the latency 
period until tumor outgrowth in all vaccinated recipients. The ability of 
Ab2.beta. mAb 2C7 to induce an anti-EGFRvIII response in 
non-human primates was investigated by using the saponin adjuvant 
approved for human clinical trial, QS-21. Three of three macaques 
produced anti -EGFRvIII titers, as detected on EGFRvIII 
-expressing cells by both ELISA and fluorescence-activated 
cytometric analysis, following six immunizations with Ab2.beta. mAb 2C7 
and QS-21. The results obtained confirm that an anti -id response in the 
EGFRvIII antigen system can be induced in rodents, rabbits, and 
non-human primates, and it may prove a useful adjunct to 
immunotherapeutic approaches to EGFRvIII-positive gliomas, 
breast carcinomas, and non- small -cell lung tumors. 
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AB Despite molecular biological advances in understanding human 
cancers, translation into therapy has been less forthcoming; 
targeting neoplastic cells still requires that tumor-specific markers, 
preferably those on the cell surface, be identified. The epidermal growth 
factor receptor (EGFR) exists in a deletion-mutant form, EGFRvIII 
, which has been identified by genetic and immunological means in a 
subset of gliomas and non-small cell lung carcinomas. Specific polyvalent 



antisera to the extracellular portion of the variant were readily 

induced, but immunization using a synthetic linear peptide representing 

the unique EGFRvIII primary sequence has been unsuccessful in 

mice or macaques. We report here five specific monoclonal antibodies 

(mAbs) developed through long-term immunization protocols using the 

EGFRvIII -specific synthetic peptide and the intact variant in 

different formats that maintained secondary and tertiary conformation. 

These mAbs identify the EGFRvIII on the cell surface with 

relatively high affinity {K(A) range, 0.13 to 2.5 x 10. sup. 9 

M. sup . - . sup. 1) by live cell Scatchard analysis. These mAbs are specific 

fur EGFRvIII as determined by RIA, ELISA, Western 

blot, analytical flow cytometry, autophosphorylation, and 

immunohistochemistry . Isolating specific mAbs enabled us tn analyze 

normal and neoplastic human tissue and establish that EGFRvIII 

is truly tumor specific for subsets of breast carcinomas and for 

previously reported non-small cell lung carcinomas and gliomas. Also, 

this receptor is not expressed by any normal human tissues thus far 

examined, including elements of the peripheral, central nervous, and 

lymphoid systems. With mAbs, we identified a higher incidence of 

EGFRvIII positivity in gliomas than previously described and 

identified an EGFRvIII- positive subset of breast tumors; also, 

we observed that the EGFRvIII epitope is not expressed in 

normal tissues, and we demonstrated the localizing and therapeutic 

potential of the mAbs for tumors expressing this epitope. Our 

obseirvations strongly warrant development of this mAb-antigen system as 

therapy for breast, lung, and central nervous system tumors. 
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Methods of generating IL-3 expanded populations of monocytes and 



differentiating the cells into dendritic cells are provided. The methods 
include use of the dendritic cells to activate T-cells, in vitro and in 
vivo, and for ex vivo and other therapeutic methods. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT 



L97 ANSWER 2 OF 14 CAPLUS COPYRIGHT 2 003 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001:693382 CAPLUS 
135 :256132 

Sensitive detection of wild-type and mutant EGFR by 

specific ELISA assays in any biological 

sample 

Wong, Albert J.; Leitzel, Kim E.; Moscatello, David 

K.; Lipton, Allan 

Thomas Jefferson University, USA 

PCT Int . Appl . , 22 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 
Al 20010920 



APPLICATION NO. 
WO 2001-US7766 



DATE 

20010312 < 



WO 2001068711 
W: CA, JP 

RW: AT, BE, CH, CY, DE, DK, ES , FI , FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE, TR 

US 2001046686 Al 20011129 US 2001-803854 20010312 <-- 



EP 1276771 
R: AT, 
IE, 

PRIORITY APPLN. 

AB The present 
mutant EGF 
detecting c 
method of a 
patients . 

REFERENCE COUNT: 



Al 20030122 EP 2001-918548 20010312 

BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
FI, CY, TR 

INFO, : US 2000-188424P P 20000310 

WO 2001-US7766 W 20010312 
invention generally relates to a method of detecting type III 
receptor (EGFRvlII) in biol . samples, a method of 
ancers and other diseases in biol. samples, and to a 
ssessing treatment and selecting therapy for cancer 

7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L97 ANSWER 3 OF 14 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) 



USPATFULL on STN 

2 001:218198 USPATFULL 

Sensitive detection of wild-type and mutant EGFR by 

specific ELISA assays in any biological 

sample 

Wong, Albert J. , Philadelphia, PA, United States 
Leitzel, Kim E., Hummelstown, PA, United States 
Moscatello, David K. , Philadelphia, PA, United States 
Lipton, Allan, Hershey, PA, United States 



PATENT INFORMATION 
APPLICATION INFO.: 



NUMBER 



US 2001046686 
US 2001-803854 



KIND 



DATE 



Al 
Al 



20011129 
20010312 (9) 



NUMBER 



DATE 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 



20000310 (60 



US 2000-188424P 
Utility 
APPLICATION 

THOMAS JEFFERSON UNIVERSITY, INTELLECTUAL PROPERTY 
DIVISION, 102 0 WALNUT STREET, SUITE 62 0, PHILADELPHIA, 
PA, 19107 
20 
1 

1 Drawing Page{s) 
475 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention generally relates a method of detecting type III 

mutant EGF receptor (EGFRvlII) in biological samples, a method 
of detecting cancers and other diseases in biological samples, 
and to a method of assessing treatment and selecting therapy for 
cancer patients. 
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AB A protein conjugate consisting of antibody directed at the pIgR and 

A.sub.l AT can be transported specifically from the basolateral surface 
of epithelial cells to the apical surface. This approach provides us 
with the ability to deliver a therapeutic protein directly to the apical 
surface of the epithelium, by targeting the pIgR with an appropriate 
ligand. Thus, the highest concentration of the antiprotease will be at 
the apical surface, where it can do the greatest good in accelerating 
the inflammatory response. 
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AB To increase the effective affinity of soluble analogs of peptide/MHC 

molecules for their cognate ligands, divalent peptide/MHC complexes were 
constructed. Using a recombinant DNA strategy, DNA encoding the MHC 
class I was ligated to DNA coding for murine Ig heavy chain. MHC/Ig 
complexes were exploited to homogeneously load with peptides of 
interest. The results of flow cytometry demonstrated that the .sup. pep 
MHC/Ig complexes bound specifically with high affinity to cells bearing 
their cognate receptors. 



.sup. pep MHC/Ig complexes are also useful in modulating effector 
functions of antigen-specific T cells. These .sup. pep MHC/Ig complexes 
are useful for studying TCR/MHC interactions and lymphocyte tracking and 



have uses as specific regulators of immune responses. 
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A bifunctional molecule consisting of 
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a therapeutic molecule and a 



ligand which specifically binds a transcytotic receptor can be 
transported specifically from the basolateral surface of epithelial 
cells to the apical surface. This approach provides the ability to 
deliver a therapeutic molecule directly to the apical surface of the 
epithelium, by targeting the transcytotic receptor with an appropriate 
ligand. Thus, the highest concentration of the therapeutic molecule will 
be at the apical surface, where it can have the greatest therapeutic 
effect. 
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AB Covalently reactive antigen analogs are disclosed herein. The antigens 

of the invention may be used to stimulate production of catalytic 
antibodies specific for predetermined antigens associated with 
particular medical disorders. The antigen analogs may also be used to 
permanently inactivate endogenously produced catalytic antibodies 
produced in certain autoimmune diseases as well as in certain 
lymphoprol iterative disorders. 
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AB Vaccines comprising peptides from a fusion junction present in a mutant 
human EGF receptor and methods of using these vaccines in the inhibition 
of tumor formation and enhancement of tumor regression are provided. 
Cell lines which overexpress a Type III mutant EGF receptor and methods 
of producing these cell lines are also provided. In addition, antibodies 
raised against peptides expressed by these cell lines are provided. 
Further, antisense oligonucleotides targeted to a mutant EGF receptor 
which decreases expression of a mutant EGF receptor are disclosed. 
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The present invention is related to single and double chain antibodies 



DOCUMENT TYPE: 
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to EGF receptor. The invention also relates to toxin conjugates of such 
antibodies. These antibodies are useful for treating and diagnosing the 
status of pathological conditions such as cancer and cellular 
hyper proliferation. 
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Deletions in the EGF-R gene are found in many gliomas, breast tumors. 
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and lung tumors. A particular truncated EGFR protein has been found in 
many tumors and provides diagnostic and therapeutic modalities. 
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A protein conjugate consisting of antibody directed at the pigR and 
A.sub.l AT can be transported specifically from the basolateral surface 
of epithelial cells to the apical surface. This approach provides us 
with the ability to deliver a therapeutic protein directly to the apical 
surface of the epithelium, by targeting the pIgR with an appropriate 
ligand. Thus, the highest concentration of the antiprotease will be at 
the apical surface, where it can do the greatest good in accelerating 
the inflammatory response. 
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and lung tumors. A particular truncated EGFR protein has been found in 
many tumors and provides diagnostic and therapeutic modalities. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention provides a cellular vaccine having a 



membrane -bound fusion protein that includes a non-antibody 



immunomodulatory molecule such as GM-CSF operatively fused to 
a heterologous membrane attachment domain. Non-antibody immunomodulatory 
molecules useful in the invention include immunostimulatory and 
immunosuppressive molecules such as cytokines. In one embodiment, the 
invention provides a cellular vaccine having a membrane -bound fusion 
protein that includes a non-antibody immunomodulatory molecule 
operatively fused to a heterologous membrane attachment domain and, 
additionally, a disease-associated antigen or immunogenic epitope 
thereof. Further provided by the invention are methods of modulating an 
immune response against a disease -associated antigen by administering to 
an individual a cellular vaccine having a membrane -bound fusion protein 
that includes a non-antibody immunomodulatory molecule operatively fused 
to a heterologous membrane attachment domain. 
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Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 
CA/CAplus records now contain indexing from 1907 to the 
present 

New pricing for EUROPATFULL and PCTFULL effective 
August 1, 2003 

Field Availability (/FA) field enhanced in BEILSTEIN 
Data available for download as a PDF in RDISCLOSURE 
Simultaneous left and right truncation added to PASCAL 
FROSTI and KOSMET enhanced with Simultaneous Left and Righ 
Truncation 

Simultaneous left and right truncation added to ANABSTR 
DIPPR file reloaded 

INPADOC: Legal Status data to be reloaded 
DISSABS now available on STN 
PCTFULL: Two new display fields added 
BIOSIS file reloaded and enhanced 

BIOSIS file segment of TOXCENTER reloaded and enhanced 
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MACINTOSH VERSION IS V6.0b{ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 2 3 SEPTEMBER 2 003 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 
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All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

*************S XN Co lumbu s ************** 
FILE 'HOME' ENTERED AT 15:52:46 ON 0 9 NOV 2 003 



=> file .jacob 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0 - 21 



TOTAL 
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0.21 



FILE 'CAPLUS' ENTERED AT 15:52:55 ON 09 NOV 2 003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 



PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2 0 03 AMERICAN CHEMICAL SOCIETY (ACS) 



FILE 'BIOSIS' ENTERED AT 15:52:55 ON 09 NOV 2003 
COPYRIGHT (C) 2 0 03 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'MEDLINE' ENTERED AT 15:52:55 ON 09 NOV 2 0 03 

FILE 'EMBASE' ENTERED AT 15:52:55 ON 09 NOV 2003 
COPYRIGHT (C) 2003 Elsevier Inc. All rights reserved. 

FILE 'USPATFULL* ENTERED AT 15:52:55 ON 0 9 NOV 2 0 03 

CA INDEXING COPYRIGHT (C) 2 003 AMERICAN CHEMICAL SOCIETY (ACS) 

=> EGFRvIII (P) cancer 
LI 34 FILE CAPLUS 

L2 30 FILE BIOSIS 

L3 31 FILE MEDLINE 

L4 31 FILE EMBASE 

L5 33 FILE USPATFULL 

TOTAL FOR ALL FILES 

L6 159 EGFRVIII (P) CANCER 

=> dup rem 

ENTER L# LIST OR (END) : 11-14 
PROCESSING COMPLETED FOR LI 
PROCESSING COMPLETED FOR L2 
PROCESSING COMPLETED FOR L3 
PROCESSING COMPLETED FOR L4 

L7 51 DUP REM L1-L4 (75 DUPLICATES REMOVED) 

=> 17 and {plasma or urine or csf or extract or sputum) 

L8 34 S L7 

L9 1 FILE CAPLUS 

LIO 12 S L7 

Lll 0 FILE BIOSIS 

L12 3 S L7 

L13 0 FILE MEDLINE 

L14 2 S L7 

L15 0 FILE EMBASE 

L16 0 S L7 

LI 7 0 FILE USPATFULL 

TOTAL FOR ALL FILES 

LI 8 1 L7 AND {PLASMA OR URINE OR CSF OR EXTRACT OR SPUTUM) 

=> d 118 ibib abs total 

LIB ANSWER 1 OF 1 CAPLUS COPYRIGHT 2 003 ACS on STN 
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DOCUMENT NUMBER: 135:2 56132 

TITLE: Sensitive detection of wild-type and mutant EGFR by- 

specific ELISA assays in any biological sample 

INVENTOR(S): Wong, Albert J.; Leitzel, Kim E.; Moscatello, David 

K. ; Lipton, Allan 

PATENT ASSIGNEE {S) : Thomas Jefferson University, USA 

SOURCE: PCT Int. Appl . , 2 2 pp. 

CODEN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 

PATENT INFORMATION; 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2001068711 Al 20010920 WO 2001-US7766 20010312 

W: CA, JP 

RW: AT, BE, CH, CY, DE, DK, ES, FX, FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE, TR 

US 2001046686 Al 20011129 US 2001-803854 20010312 

EP 1276771 Al 20030122 EP 2001-918548 20010312 

R: AT, BE, CH, DE, DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI, CY, TR 

PRIORITY APPLN. INFO. : US 2000-188424P P 20000310 

WO 2001-US7766 W 20010312 

AB The present invention generally relates to a method of detecting type III 
mutant EGF receptor (EGFRvIII) in biol. samples, a method of 
detecting cancers and other diseases in biol. samples, and to a 
method of assessing treatment and selecting therapy for cancer 
patients . 

REFERENCE COUNT: 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> file .meeting 

'EVENTLINE' IS NOT A VALID FILE NAME 

Enter "HELP FILE NAMES" at an arrow prompt (=>) for a list of files 
that are available. If you have requested multiple files, you can 
specify a corrected file name or you can enter "IGNORE" to continue 
accessing the remaining file names entered. 
ENTER A FILE NAME OR (IGNORE) : ignore 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 18.54 18.75 
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TOTAL 
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FILE 'AGRICOLA' ENTERED AT 15:55:19 ON 09 NOV 2 003 
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COPYRIGHT (C) 2003 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'CONFSCI' ENTERED AT 15:55:19 ON 09 NOV 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'HEALSAFE' ENTERED AT 15:55:19 ON 09 NOV 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE • IMSDRUGCONF • ENTERED AT 15:55:19 ON 09 NOV 2003 
COPYRIGHT (C) 2 0 03 IMSWORLD Publications Ltd. 

FILE 'LIFESCI' ENTERED AT 15:55:19 ON 09 NOV 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'MEDICONF' ENTERED AT 15:55:19 ON 09 NOV 2003 

COPYRIGHT (c) 2 003 FAIRBASE Datenbank GmbH, Hannover, Germany 

FILE 'PASCAL' ENTERED AT 15:55:19 ON 09 NOV 2 003 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (C) 2 003 INIST-CNRS. All rights reserved. 



=> EGFRVIII(P) CANCER 

L19 0 FILE AGRICOLA 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 'EGFRVIII(P) CANCER' 

L2 0 4 0 FILE BIOTECHNO 

L21 0 FILE CONFSCI 

L22 0 FILE HEALSAFE 

L23 0 FILE IMSDRUGCONF 

L24 16 FILE LIFESCI 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 'EGFRVIII(P) CANCER' 

L25 0 FILE MEDICONF 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 'EGFRVIII{P) CANCER' 

L2 6 16 FILE PASCAL 

TOTAL FOR ALL FILES 

L2 7 72 EGFRVIII(P) CANCER 

=> 127 and (plasma or urine or csf or extract or sputum) 

L2 8 0 FILE AGRICOLA 

L2 9 0 FILE BIOTECHNO 

L30 0 FILE CONFSCI 

L31 0 FILE HEALSAFE 

L32 0 FILE IMSDRUGCONF 

L33 0 FILE LIFESCI 

L34 0 FILE MEDICONF 

L35 0 FILE PASCAL 

TOTAL FOR ALL FILES 

L36 0 L2 7 AND {PLASMA OR URINE OR CSF OR EXTRACT OR SPUTUM) 
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L37 0 FILE AGRICOLA 

L3 8 0 FILE BIOTECHNO 

L3 9 0 FILE CONFSCI 

L4 0 0 FILE HEALSAFE 

L41 0 FILE IMSDRUGCONF 

L42 0 FILE LIFESCI 

L43 0 FILE MEDICONF 

L44 0 FILE PASCAL 

TOTAL FOR ALL FILES 

L45 0 L27 AND (URINE, PLASMA, CSF, SPUTUM, EXTRACT) 

=> file .chemistry\ 

' .CHEMISTRY\ • IS NOT A VALID FILE NAME 

SESSION CONTINUES IN FILE 'AGRICOLA, BIOTECHNO, CONFSCI, HEALSAFE, IMSDRUGCONF, 
LIFESCI, MEDICONF, PASCAL' 

Enter "HELP FILE NAMES" at an arrow prompt (=>) for a list of files 
that are available. If you have requested multiple files, you can 
specify a corrected file name or you can enter "IGNORE" to continue 
accessing the remaining file names entered. 

=> file -chemistry 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 6.43 25.18 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE 0,00 -0.65 
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PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 
COPYRIGHT (C) 2 003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'BIOTECHNO' ENTERED AT 15:56:51 ON 0 9 NOV 2 0 03 

COPYRIGHT (C) 2003 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'COMPENDEX' ENTERED AT 15:56:51 ON 09 NOV 2003 
Compendex Compilation and Indexing (C) 2 003 

Elsevier Engineering Information Inc (EEI) . All rights reserved. 

Compendex (R) is a registered Trademark of Elsevier Engineering Information Inc. 

FILE 'ANABSTR' ENTERED AT 15:56:51 ON 0 9 NOV 2 003 
COPYRIGHT (c) 2 003 THE ROYAL SOCIETY OF CHEMISTRY (RSC) 

FILE 'CERAB' ENTERED AT 15:56:51 ON 0 9 NOV 2 0 03 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 

FILE 'METADEX' ENTERED AT 15:56:51 ON 0 9 NOV 2 0 03 
COPYRIGHT (c) 2003 Cambridge Scientific Abstracts (CSA) 

FILE 'USPATFULL' ENTERED AT 15:56:51 ON 09 NOV 2 003 

CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

=> EGFRvIII(P) (cancer or carcinoma or tumor) 
L4 6 79 FILE CAPLUS 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED ' EGFRVIII (P) (CANCER ' 

L4 7 57 FILE BIOTECHNO 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 'EGFRVIII (P) (CANCER' 

L4 8 0 FILE COMPENDEX 

L4 9 0 FILE ANABSTR 

L50 0 FILE CERAB 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 'EGFRVIII (P) (CANCER' 

LSI 0 FILE METADEX 

L52 4 9 FILE USPATFULL 

TOTAL FOR ALL FILES 

L53 185 EGFRVIII(P) (CANCER OR CARCINOMA OR TUMOR) 

=> 153 and (plasma or urine or csf or sputum) 

L54 1 FILE CAPLUS 

L55 0 FILE BIOTECHNO 

L5 6 0 FILE COMPENDEX 

L57 0 FILE ANABSTR 

L5 8 0 FILE CERAB 

L5 9 0 FILE METADEX 

L6 0 35 FILE USPATFULL 

TOTAL FOR ALL FILES 

L61 36 L53 AND (PLASMA OR URINE OR CSF OR SPUTUM) 

=> dup rem 

ENTER L# LIST OR (END) :161 
PROCESSING COMPLETED FOR L61 

L62 3 6 DUP REM L61 (0 DUPLICATES REMOVED) 

=> d 154 ibib abs total 
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Sensitive detection of wild-type and mutant EGFR by 
specific ELISA assays in any biological sample 
Wong, Albert J.; Leitzel, Kim E.; Moscatello, David 
K. ; Lip ton, Allan 
Thomas Jefferson University, USA 



PCT Int. Appl 
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PATENT NO 
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PRIORITY APPLN. 

AB The present 
mutant EGF 
detecting c 
method of a 
patients . 
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APPLICATION NO. DATE 
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US 2000-188424P P 20000310 
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invention generally relates to a method of detecting type III 
receptor (EGFRvlII) in biol . samples, a method of 
ancers and other diseases in biol. samples, and to a 
ssessing treatment and selecting therapy for cancer 
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=> 160 and (urine or plasma) 
L63 1 FILE CAPLUS 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED ' EGFRVIII (P) {CANCER 

L64 0 FILE BIOTECHNO 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 'EGFRVIII (P) (CANCER 

L65 0 FILE COMPENDEX 

L66 0 FILE ANABSTR 

L67 0 FILE CERAB 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
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membrane -bound fusion protein that includes a non-antibody 
immunomodulatory molecule operatively fused to a heterologous membrane 
attachment domain. Non-antibody immunomodulatory molecules useful in the 
invention include immunostimulatory and immunosuppressive molecules such 
as cytokines. In one embodiment, the invention provides a cellular 
vaccine having a membrane -bound fusion protein that includes a 
non- antibody immunomodulatory molecule operatively fused to a 
heterologous membrane attachment domain and, additionally, a 
disease-associated antigen or immunogenic epitope thereof. Further 
provided by the invention are methods of modulating an immune response 
against a disease-associated antigen by administering to an individual a 
cellular vaccine having a membrane -bound fusion protein that includes a 
non-antibody immunomodulatory molecule operatively fused to a 
heterologous membrane attachment domain. 
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AB Human anti-epidermal growth factor receptor (EGFR) single-chain 

antibodies (scFvs) were isolated from a human IgM phage display library- 
using purified epidermal growth factor receptor as antigen. Two isolates 
with different amino acid sequences were identified by ELISA 
as epidermal growth factor receptor-specific. The scFvs bind to the full 
length epidermal growth factor receptor and the truncated and/or mutated 
epidermal growth factor receptor on human cells. These ant i- EGFR -scFVs 
are useful as therapeutic and/or diagnostic agents. 
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AB Covalently reactive antigen analogs are disclosed herein. The antigens 

of the invention may be used to stimulate production of catalytic 
antibodies specific for predetermined antigens assocated with particular 
medical disorders. The antigen analogs may also be used to permanently 
inactivate endogenously produced catalytic antibodies produced in 
certain autoimmune diseases as well as in certain lymphoprolif erative 
disorders . 
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Covalently reactive antigen analogs are disclosed herein. The antigens 
of the invention may be used to stimulate production of catalytic 
antibodies specific for predetermined antigens associated with 
particular medical disorders. The antigen analogs may also be used to 
permanently inactivate endogenously produced catalytic antibodies 
produced in certain autoimmune diseases as well as in certain 
lymphoprol iterative disorders. 
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AB Deletions in the EGF-R gene are found in many gliomas, breast tumors, 

and lung tumors. A particular truncated EGFR protein has been found in 
many tumors and provides diagnostic and therapeutic modalities. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS : 
LINE COUNT: 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L86 ANSWER 14 OF 15 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



1999:142132 USPATFULL 

Structural alterations of the EGF receptor gene in 
human tumors 

Vogelstein, Bert, Baltimore, MD, United States 
Signer, Darell, Mebane, NC, United States 
The Johns Hopkins Univiersity, Baltimore, MD, United 
States (U.S. corporation) 

Duke University, Durham, NC, United States (U.S. 
corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 5981725 19991109 <-- 

US 1995-479808 19950607 (8) 

Continuation-in-part of Ser. No. US 1992-896909, filed 
on 11 Jun 1992 which is a continuation of Ser. No. US 
1990-531410, filed on 1 Jun 1990, now abandoned which 
is a continuation-in-part of Ser. No. US 1989-404226, 
filed on 8 Sep 1989, now abandoned 
Utility 



Granted 
Feisee, Lila 
Kaufman, Claire. M. 
Banner & Witcoff, Ltd. 
12 
11 

24 Drawing Figure (s) 
2161 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Deletions in the EGF-R gene are found in many gliomas, breast tumors, 

and lung tumors. A particular truncated EGFR protein has been found in 
many tumors and provides diagnostic and therapeutic modalities. 
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The present invention provides a cellular vaccine having a 



membrane -bound fusion protein that includes a non-antibody 
immunomodulatory molecule such as GM-CSF operatively fused to 
a heterologous membrane attachment domain. Non-antibody immunomodulatory 
molecules useful in the invention include immunostimulatory and 
immunosuppressive molecules such as cytokines. In one embodiment, the 
invention provides a cellular vaccine having a membrane -bound fusion 



protein that includes a non-antibody imTnunoinodulatory molecule 
operatively fused to a heterologous membrane attachment domain and, 
additionally, a disease-associated antigen or immunogenic epitope 
thereof. Further provided by the invention are methods of modulating an 
immune response against a disease-associated antigen by administering to 
an individual a cellular vaccine having a membrane -bound fusion protein 
that includes a non-antibody immunomodulatory molecule operatively fused 
to a heterologous membrane attachment domain. 
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